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I. BeJtemj 
Basis of the report 



1 



^^^zt^^:zt° r ndmen,s ° f c,aims - « 

(Rule 70.2(c) PCT): ° l ° 9 ° " eyond ,he *<*»uro as filed 



clonal feature. l&tS ™ essentia, feature to an 

microcapsules other than InvoMnc T. omlJT ' ,0r 8 me,h ° d of pre P arin 9 

separation. 9 Pr00eSS of ooa °stva1Jon »Y ™*»ns of phase 

! 3 A™"^ 4 a " d 22 refer t0 a "*«er-soluble active ingredient" 
1.3 Amended c,a,ms 9 and 15 referto a "water-insoluble active fngtl,-. 



V. Re Item V 



2 Reference is made to the following documents: 

FR 2 758 461 A (PHARMA PASS) 24 July 1998 (1998 07 OAS 
DE 199 30 795 A (ENCAPBIOSYqTPMQl 1 m i (199M7_24 > 
US 2002/064563 A1 SmS^tr^ f 001 " 01 ""* 
WO 98/001 16 A (SCHEBNa^^^ 0 ^ j ^ 

DATABAsI WP, (P0WELL * "i " W 
ua "tJAot W PI Section Ch Week 1Qft7^n 

SSo S 60 Ud - LOnd ° n ' C ' aSS ™ ™ 

1987(1987-06-18) * JP 62 135419 A <' K EDA MOHANDO) 18June 



D1 : 
D2: 
D3 : 
D4: 
D5: 
D6: 



D7 
D8 
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3 INDEPENDENT CLAIM 1 

3.1 The present application does not meet the criteria of Article 33m PCT ho 

subject-matter of claim 1 is not inventive in the sense ^^^^^ *" 

Document D3 is considered as being the closest orinr «rt IT. , 

in parentheses applying to this document^ d,SC '° SeS (the references 

""bed r P °:r e rr ln c g to ~ and 

envisaged (example 1; S^^t^A 2^ SS^ ,l,0n *. aS C ° atin9 * 
provided (example 21 The rtfZlV k fc " 9 COat,n9 of ce,| u"ose acetate is 

that c«aim 1 to "a]^^^ ^ SU *f Ct - matter of c,aim 1 and D3 is 
The problem to be solved is the Z 9 C ° azervat,on b y me *ns of phase separation, 
in a 'polymeric ™^ 

•nvolving coacervation by means of phase separation PnS ' n9 9 Pr ° CeSS 

PC^^r^^ 0 ' ^ COnsldered as involving an inventive step (Art 33( 3) 
PCT), for the following reasons: D3 refers to coacervation as coatinn t Jl (Art " 33 < 3 > 
separation is a well-established method for the pi^^Z^? teCn , n,que - Phase 
the person skilled in the art In the a h«nJ microcapsules, known to 

the coacervation me* od b Z 

method as such is considered ~ ?n^5^^^ 

" *n^^ (500 micrometer) 

calcium chloride solution (example TThe t^ " 9 *^ 63 P ' a ° e by COntact with 
calcium alginate matrix. D^ ^fo^^ - 



4 INDEPENDENT CLAIM 1 5 
4.1 



o, s r evidenoe , the i med r r se r 

des.deratun,, , ha , can no, s 91 ve as distinguishing .echnica"^^.^^ 
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INTERNATIONAL PRELIMINARY 

REPORT ON PATENTABILITY International application No 

(SEPARATE SHEET) 

~~ ' 1 PCT/EP2004/n*no^ ? 

" ^^^Z^^^^^ -use - 

micronised drug (< 10 urn) in a hvd^nhv ' ? M " 1) < feno,lbra ««) and a coating of 
suspension clUes^^^ - coanng 

4 3 ^^^^^^^ 

fluidizad bad granulation l^e^ZT" 3 '° Plrama,e and P ovW °"«- Although 

suxr^^^ 

micronised drug and simettone ^ a 
(page 5, line 6). Hydroxyme,h y ipropy3ose i fsoluWe in °^ Sr a ' S ° be ge,a,ine 
60 «C and can therefore oe «i^^^^^*^"« u -' «*» 

4 5 — 
Oranuies comp ri s,ng Jllt^S^^ L 



PCT/Separate SheeV409 (Sheet 3) (EPO-Januaiy 2004) 



INTERNATIONAL PRELIMINARY 

REPORT ON PATENTABILITY International application No 
(SEPARATE SHEFT) 

— PC77EP2004/050962 



4.7 



dispersed in a polymer such as polyvinylpyrrolidon. 

1 -5,8; ex. 1-4). ^ and a Coat,ng of a dru 9 and HPMC (cl. 



4.8 



and HPMC, a ,so containing m^^'^^^^ md 3 °' * 



5 INDEPENDENT CLAIM 22 
5.1 



6 



dispersed in a polymer such as e^oe ^set w2£2£T*S °' d ' C '° fenaC Sate 
D8 in the amount of polymer The DroblemT.Tr.,?- a ' m 22 di,fers ,rom 

of aKemative microc^ T^J^n Z^Z^^^'T 10 " 
not to involve an inventive step (Article 33« F>™ T L WeVer 00ns,de "Kl 
technical effect, the choice of amonn , ^ ' ? U me absence of a surprising 
nonna, experimental des^n *" ' S °° nSidered ,0 be a T - 

DEPENDENT CLAIMS 2-4, 8-12, 14, 16-20 22-30 

c^rriTeta^s ^m^r °° n,ain any fea,ures * 
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7 DEPENDENT CLAIMS 5-7, 10, 13 

The combination of the features of dependent claims 5-7 10 n«r*»^ u 

nor rendered obvious by, the available orior Z Th neither known from, 

VIII. Re Item Vgjj 

Certain observations on the international application 

8 Claims 15 and 22 are not supported by the description as required by Article 6 PCT. 

Claims 15 and 22 are not supported by the description as required bv Article fi Prr 
their scope is broader than justified by the descriotion Th! 1 T ° T ' * S 

are no, supported by *. description as d ^ « - 22 



8.1 
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AMENDED CLAIMS @ 

1. Method of preparing microcapsules having a core with dimensions ranging from 
50 to 1200 pm and a polymeric membrane containing at least one active 
5 mgredient and, optionaily. at least one membrane additive characterised in that 
the application of said polymeric membrane to said core is carried our by a 
process of coacervaticn by means of phase separation of a suspension of said 
act,ve ingredient and, optionally, of said membrane additive in a solution of a 
water-soluble or a water-insoluble coating polymer. 
10 2. Method as claimed in claim 1 comprising the following steps- 
fa) forming a solution of said coating polymer in an aqueous or in organic solvent 
(b) suspending the cores, the particles of active ingredient and, optionally any 
membrane additive in the solution obtained in (a), 

<c> causing coacervaticn of the coating polymer In the suspension obtained in (b) 
15 by means of phase separation, 

(d) optionally, subjecting the microcapsules to a hardening treatment of the 
membrane. 

(e) recovering the microcapsules thereby obtained. 

3. Method as daimed in claim 2 wherein step a) and b) are carried out as a 
20 single step. 

4. Method as claimed in claims 1 to 3, wherein said coating polymer is a water 
•nsoluble polymer, the solution of said poiymer is in an organic solvent and said 
active ingredient is water-soluble. 

5. Method as claimed in claim 4 wherein said polymer is ethylcellulose 

25 6. Method as claimed in claim 4 or 5 wherein the solvent used in step a) is 
cyclohexane. ' 

7. Method as claimed in claim 4 to 6 wherein the additive added in step b) is 
selected f rom lactose, man „ m polyvinylpyrrolidone, 

hydroxypropytaethylcellulose. methylcellulose, hydroxypropylcellulose, swelling 
30 agents such as sodium carboxymethylamide, cmscarmellose, crospovidone 
pregelatinized starch and pH modifiers. 



t; 
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15 



8 Method as Caimed in claims 4 to 7. wherein in step c) phase separation takes 
place by variation in temperature. 

9. Method as oiaimed in claims 1 «o 3, wherein said coating poiymer is a water 
so u bte polymer, the solution of said polymer is in an aqueous solvent and 2 

5 active ingredient is water-insoluble. 

10. Method as ciaimed in ciaim 9 wherein said poiymer is se.ec.ed from the group 
coning of gelafine, cellulose acetate phthalate, hydroxypropyime^oeVuZ 
phthalate or denvates thereof. 

11 Method as claimed in claim 9 or 10, wherein the solvent used in step a) is 
10 water at a pH comprised between 1 and 9. ' 
12. Method as claimed in claim 1 1 , wherein the P H is comprised between 4 and 7 

elecT f " ^ ^ 9 t0 12> Where,n ^ 9ddltiVe — *ep ■>) is 

se acted from d.basic calcium phosphate, ca.cium sulphate, barium su, hate 

calcum carbonate, magnesium carbonate and silicates. 

14. Method as claimed in claim 9 to 13 wherein in .stor, „\ ^ 

io, wnerein in step c) phase separation tak^Q 

P ace by pH variation. variafion in temperature or insolubilisation of the polymer by 
adding phase-separation inducing agents. V 

I an ^ Cr ° C 7 UleS C ° mpriSi "9 a to^g dimension ranging from 50 to 1200 
Mm and a polymeric membrane coating said core based on a water-soluble 
coahng poymer and containing at leas, one water-insoluble active ing" 
dispe^d .herein in the form of solid partic.es. said particles being dispel 

* 7" T eriC ~ e ^ * «—*-»" .ha. decreases pnogre ~ 
moving from me core towards the distal part of the membrane 

25 z,ZTr ,ee as ciaimed in c,aim «■ ° b,a,habie * ■—- - 
:i.ivep:::rr s r aimed in c,aims 15 and 16 — - - * - 

18. Microcapsules as claimed in claims 15 to 17 characterised by a modified 
release of the active principle. rnoained 

Microcapsules as claimed in claim 18 wherein said modified release is a 



20 



30 19. 



delayed release. 
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PoLer " C ' aimS 15 ,0 19 ' ,he ^-soluble 

po*mer , 5 chosen from Ratine. ce.lulose acetate pn.ha.ate 

hydnoxypropylmethylcellulosephthalate and derivates thereof. 
21. Microcapsule as claimed in Cairns 15 to 20, wherein said poiymeric 
5 membrane further contains water-insoluble membrane additives 

1200 um^T COmPnSin9 " ^ haVi " 9 dime " Si0n ^ <™ 50 to 
1200 pm and a polymenc membrane coating said core based on a water-insoluble 

~a„ng polymer and containing a, leas, one wa.er-so.uble active ing elm 

10 ITT™? diSPe,Sed in - f °' m ° f >*«-. saiC 

10 nsoluble coating polymer being present in amounts ranging from 2% to 40%Tnd 

™ T nc *? bein9 presem in " ™* n ° <™ ™ » ™ 2 

respect to the weight of the microcapsule 

'is T:°r u,es as " in c,aim 22 owainabie with - — - ■•" 
15 iJS^^rr in * aims 22 or 23 — ty a — 

20 ! h MiCr0ca » sules as — cairns 22 to 25, wherein the poI ymenc 
20 membrane contains water-soluble additives. Poiymenc 
27^ Microcapsules as claimed in Cairns 15 .o 26, wherein the acive ing^ien, 
has dimensions ranging from 0.1 to 80 pm. ngreoient 

28. Microcapsules as claimed in Cairn 27, wherein ,he aCive ingredient has 

25 ::r:::r n9 ,rom 1 to 30 - and — - » - «« - ^ -s 

L . M j::°7 SU ' eS 35 C ' aimed in claims 15 ,0 28, wherein the core cons«utes 
50 /. o 95% by weight of .he microcapsules and me coating polymer vartes from 2 
to 20% by weight of .he microcapsule. 

30 Mioocapsu.es as claimed in claims 15 to 29. wherein the membrane 
30 confabs addles having a mean diameter ranging fr om „ to 80 ^ 
consbtubng from 2 to 10% by weigh, of me microcapsule 
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31. Microcapsules as claimed in Cairn 30. wherein the membrane additives 
have a mean diameter ranging from 7 to 30 urn and constitute from 3% to 5% bv 
weight of the microcapsule. 

32. Microcapsules as claimed in claims 15 to 31 coated with a further coating 



